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Update from the Office of Research and Development...

New funding program to encourage ‘bench to bedside’ research
By Nelda P. Wray, MD, MPH, Chief Research and Development Officer

major RAND Health study

A published last month in the New
England Journal of Medicine found
that Americans, on average, fail to
receive recommended health care
nearly half the time. The study, con-
ducted by ateam including two VA
researchers, was the largest and most
comprehensive examination ever
conducted of U.S. health care quality.

On arelated note, the Institute of
Medicine pointed out in its 2001 report
“Crossing the Quality Chasm” that it
takes an average of 17 yearsto incor-
porateinto practice the knowledge
produced inclinical trials.

These two reports, along with many
others, indicate that health carein the
United Statesis seriously troubled.
Important biomedical discoveriesstall
for years before they can betested in
human studies. The knowledge pro-
ducedinclinical trialsencounters
numerous obstacles that keep it out of
clinical care. Because of these difficul-
ties, many Americans are not getting
the health care they need.

Asthe nation’slargest health care
system, VA must takethelead in
solving these problems. One new
initiative we have created to meet this
challengeisthe Benchto Bedside
Trandational Research (BBeTR)
program. Thisfunding opportunity is
intended to speed the trandl ation of
basic science discoveriesinto pre-
clinical and clinical studies, and to

areasto collaborate on research
endeavors. Investigatorsfrom these
different areasareinvited to develop
and submit proposal stogether, provid-
ing aplan for an intensive exchange of
ideasinwhich bench findingsare
rapidly shared with clinical research-
ers—and, in turn, clinicians support
and even guide the efforts of bench
researchers.

ensurethat clinical findingsdrive best-
practice health care. The programis
al so designed to encourage collabora-
tionsthat might not naturally develop
between basic scientistsand practitio-
nersworking at different ends of the
trandational research continuum.

The program reflects anew spirit
and direction in VA research, encourag-
ing researchersfrom basic, applied
pre-clinical, clinical and health services

see BEDSIDE on pg. 2

VA R&D website to get facelift

By Gerry McGlynn, Information Dissemination Program Manager

Mountains of information have been posted to the VA Research and
Development (R& D) website (www.va.gov/resdev) sinceit waslaunched in
1996. The organizational framework of the site has remained the same, with
only slight modificationsto comply with VA web regul ations and policies.

But changeisintheair. We recently acquired the needed resourcesto
create a state-of-the-art website. Charlie Festel has been brought on asthe
web project manager for R& D, and working together with the Information
Dissemination Program staff, hewill orchestrate the redesign and content
enhancement process. Thegoal isto better serve the VA research community
and all of our web users, including policymakers, managers, veterans and
the public.

Our new sitewill haveimproved navigation and accessibility and better-
organized information on topics such astraining, career development and
funding opportunities. Some content we hope to add includes:

* searchable database of study and citation information;

« catalogue of major accomplishments of R& D findings and break-
throughs; and

see WEBSITE on pg. 2
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The collaborative group on BBeTR
proposals must include principle
investigators (Pls) from at least three
of the four research areas mentioned
above. Creative collaborations aimed
at expediting the movement of research
findingsto patient care are encouraged.

Proposalswill be peer reviewed for
scientific merit by committees consist-
ing of basic and clinical research
scientists. Particular attention will be
focused on the collaborative and
tranglational nature of the research; the
extent to which PIswill interact and
evaluate the progress of the research;
and the potential of the project to affect
clinical practice.

Awardswill befor direct costs of up
to $300,000 per year for three years.
Programsthat document exceptional
performance and a high potential for
bringing their resultsto the bedside
may qualify for additional funding.

A Request for Proposalswill be
issued shortly and posted on the VA
Research websitewith full details.

TheBenchto Bedside Trand ational
Research program isamong severa
initiativeswe are pursuing to help
make evidence-based medicineareality
for veterans and all Americans, and to
enable usto achieve our vision:
“Today’s VA Research Leading
Tomorrow's Health Care.” M
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° current content, i.e., feature articles on hot research topics, researcher
profiles, center initiatives, awards, summaries of R& D press coverage, etc.

By analyzing web traffic reports and talking with VA research personnel inthe
field, we know that researchers and administrators are a primary audience for the
R& D website. Thereforeit isvital that we understand your preferences concern-
ing web content and functionality. While we cannot guarantee aresponseto every
reguest, we want to meet your needs and expectationsto the extent possible.

There are two ways for you to communicate your ideas to us. We have created
ashort and completely voluntary input form on the R& D site at www.va.gov/
resdev/webinput. Please take a few minutes to let us know how you currently
use the R& D website and what you would like to see on the site. Or, you can
send your comments to ORD.Web@med.va.gov. If you send
e-mail, pleaseindicate “Web Input” in the subject line. Your input by Aug. 11

would be most hel pful.

When we have made some progress with design and content, wewill conduct
focus groupsto check how we are doing. If you areinterested in participatingin a
focus group, please indicate that in your message to us.

Initial work on the redesign has already begun, and our expected launch for the
new siteisearly 2004. We will keep readers of VA Research Currents posted on
our progress, and we look forward to your input and feedback. m

Cleveland FES Center receives $7.9 million grant from Ohio

The Cleveland FES Center, aVA-
cosponsored program that has pio-
neered the use of functional electrical
stimulation to restore motor function to
those with paralysis and other disor-
ders, hasreceived $7.9 million from
Ohio as part of an initiative to advance
the state's biotechnol ogy industry.

The FES Center is aconsortium of
the Louis Stokes Cleveland VA Medica
Center, Case Western Reserve Univer-
sity and the MetroHealth Medical
Center, with additional funding fromthe
National Institutes of Health and other
sources. Under the directorship of P
Hunter Peckham, PhD, the center
pioneered the devel opment of “ Free-
hand,” an artificial nerve system that
enables auser with upper-limb paraly-
sisto grasp objects. The center earlier
thisyear implanted adiaphragm
stimulator systemin actor Christopher

Reeveto help him breathefor extended
periodswithout aventilator.

The new grant is part of a$24.5
million package from Ohio’s Biomedi-
cal Research and Technology Transfer
Commission’sPartnership Award
program, designed to link academic
research programswith commercial
partners. Two other grants will support
applied research in stem cell and
regenerative medicine and advanced
magnetic resonanceimaging. The FES
grant will partner the FES Center with
two firms—NDI Medical and Johnson
and Johnson Corp.—to develop and
market FES technologiesfor patients
with spinal cord injury, bladder and
bowel disorders, sleep apnea, dysphagia
and other conditions. The new collabo-
ration will be called the Ohio
Neurostimulation and Neuromodulation
Partnership. |
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| Selected findings |

Studies confirm poorer
cognitive performance in
Gulf War veterans

Veterans deployed to the Persian
Gulf in 1990 and 1991 scored worse
overall on neuropsychological tests
than non-deployed veteransin aseries
of studies by researchers at the Boston
Environmental Hazards Center, part of
the VA Boston Healthcare System. The
five studies appear in the June 2003
Journal of Psychopathology and
Behavioral Assessment.

In one study, Gulf-deployed veterans
performed significantly worsethan
their non-deployed cohorts on tests of
attention, visuospatial skills, visual
memory, and mood. Among the de-
ployed veterans, those who reported
having taken pyridostigmine bromide—
apill given to some 250,000 Gulf War
personnel asapreventivetreatment
against possible attack with the nerve
gas soman—performed worse than
those who had not taken the pill.

Past research on Gulf War veterans
has shown they are at higher risk for a
vague cluster of symptomsknown as
Gulf Wer illness, involving chronic
fatigue, muscul oskeletal problems,
asthma, post-traumatic stress disorder,
depression, memory |0ss, poor concen-
tration and other health problems.
However, thereisstill no definitive
answer on the cause. Theories point to
stressand other psychological factors;
exposureto chemical or infectious
agentsor other environmental toxins;
or side effects of anti-nerve gas agents.

Another of thefive studies showed
that symptoms of post-traumatic stress
disorder were more prevalent in Gulf-
deployed veterans, and that these
symptomswere associated with poorer
neuropsychological performance.

According to RobertaF. White,
PhD, collaborator on four of the
articles and author of the fifth—a
review of existing research—there
appear to be multiple causes of Gulf
veterans' health problems: “ The
neuropsychologica and health symp-
tom sequel ae of Gulf War zone service
are multi-determined and cannot easily
be explained on the basis of simplistic
modelsof causation,” wrote White.
“Psychological, historical, and expo-
sure parameters must be considered in
the scientific evaluation of this prob-
lem.”

Since 1994, the departments of
Defense, VeteransAffairs, and Health
and Human Services have spent $213
million on 224 research projects
relating to the health effects of military
deployment. VA plansto spend up to an
additional $20 millionin thisareaby
the end of fiscal 2004.

Researchers inhibit spread
of breast cancer in mice

Researchers at the San Francisco
VA Medical Center have used modified
version of anaturally occurring human
protein to decrease the spread of
human breast cancer implantedin
mice. Thefindings appearedinthe
Juneissue of Clinical Cancer Re-
search.

“Wewere ableto significantly
reduce the spread of the disease and
decrease tumor growth without any
evidence of toxicity,” said senior
author Gary Jarvis, PhD, a VA micro-
biologist and associate professor of
laboratory medicineat the University
of California, San Francisco.

Asaway of targeting metastasis,
coauthor Constance John, PhD, had
proposed modifying ahuman protein
known as galectin-3, amember of the
family of proteinscalled lectins, which
bind to sugar molecules on the surfaces

of cells. Galectin-3 isknown to play
multiplerolesin cancer formation,
including the promotion of cell-to-cell
adhesion, or sticking. “Theideawasto
break that contact and inhibit second-
ary cancer formation,” Jarvis said.

Theresearchers|eft the sugar-
binding region of galectin-3 intact, but
removed the part of the protein that
normally allows cellsto stick to one
another. They thenimplanted portions
of human-derived breast cancer tumors
into the chest pads of nude mice, mice
having alow-functioningimmune
system. Once the tumorswere estab-
lished, the researchersinjected the
experimental animalswith truncated
galectin-3. The control miceweregiven
shaminjections.

After 90 days, the team found that
cancer had spread to lymph nodes or
other organsin 4 of 20 experimental
mice versus 11 of 20 control mice. In
addition, the post-treatment growth of
theimplanted tumor fragmentswas
significantly lessin the nude micethan
inthe control animals. The modified
protein did not cause any apparent
adverse effects or death in the mice.

Jarvisbelievesthat the modified
version of galectin-3 was ableto
interferewith the breast cancer cells
ability to stick to one another and to the
healthy cells of other organs. “ The data
support the hypothesesthat truncated
galectin-3inhibitsthe process of
metastasis,” hesaid. m

Epilepsy and aging explored

The Miami VA Medical Center isa
cosponsor of the upcoming Interna-
tional Geriatric Epilepsy Symposium,
to be held Sept. 12— 14 in Coral
Gables. Among the presenterswill be
JamesA. Rowan, MD, chief of neurol-
ogy at the Bronx (NY) VAMC, and
staff neurologist R. Eugene Ramsay,
MD, of the Miami VAMC. For more
information visit www.iges2003.com.
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Cooper receives Magnuson Award

ory Cooper, PhD, director of VA's Pittsburgh-based Center for Wheelchair

and Related Technol ogy, last month received the 2003 M agnuson Award from
VA's Rehabilitation Research and Devel opment service. The Magnuson Award,
the highest award for VA rehabilitation researchers, is presented annually to an
investigator who exemplifies entrepreneurship, humanitarianism, and dedication
to veterans.

A leading authority on mobility, Cooper was recognized for pioneering work in
wheelchair and rel ated technology and for hisrolein building the careers of
young VA scientists. Cooper has designed manual and el ectric-powered wheel -
chairs, devel oped wheel chair standards, promoted the understanding of secondary
disabilitiesamong wheel chair users, and improved the social integration of people
with disabilities.

The department chair of rehabilitation science and technology at the School of
Health and Rehabilitation Sciences, University of Pittsburgh, Cooper has
authored or coauthored more than 300 publications and lectured at institutions
around theworld. He and his students have coll aborated with assistive-technol ogy
professionals abroad—in India, Russia, Vietnam, Zimbabwe and several other
countries—to support the devel opment and local manufacture of affordable, high-
quality wheelchairs. Cooper aso received VA's Olin Teague Award in 2002 for
research accomplishmentson behalf of veteranswith service-connected problems.

The Magnuson Award was established in 1998 in honor of Paul B. Magnuson,
MD, abone and joint surgeon and chief medical director for VA in the years after
World War 11. Heinitiated VA's university-affiliation model and wasknown for
his dedication to finding innovative and individualized solutionsfor patientswith
disabilities. Magnuson Award winners receive a $5,000 cash award and a plaque,
along with an additional $50,000 per year for three years to support a currently
funded, nationally peer-reviewed research project. m

Health services investigator
featured in newsletter

LisaV. Rubenstein, MD, MSPH, a
VA health-servicesresearcher who
directsthe Sepulveda-based Center for
the Study of Hesalthcare Provider
Behavior, was profiled in the June
issue of AcademyHealth Reports. The
newsl etter ispublished by
AcademyHealth, a4,000-member
Washington-based professional society
for researchers, analysts and others
involved in health policy.

Rubenstein isrecognized nationally
for designing and evaluating systemsto
improve health care, both in VA and
non-VA settings. Therecipient of VA's
2001 Under Secretary’sAward for
Outstanding Achievement in Health
Services Research, sheiscredited with
aiding VA's shift inthe mid-1990sfrom
hospital-based care to primary and
ambulatory care. Rubenstein played a
key rolein thelandmark Pilot Ambula-
tory Care and Evaluation (PACE)
project, which helped makethe
Sepulveda VA Medical Center a
national model for thetransition.
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